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(57) Abstract 

the invention is related to hydroxystyrene derivatives and salts thereof represented by general formula (I) (wherein 
R 3 and R 4 are bound to each other to form -CONH-CS-S-, (II), (III) or (IV) (wherein R 6 is (V) (wherein X> is H, halogen, 
methyl, ethyl, R 7 0- (wherein R 7 is methyl or ethyl), nitro, aminosulfonyl, or amino and m 1 is I or 2), pyridyl, furyl or thie- 
nyl and n 1 is an integer of 0 to 3) when R 1 and R 2 each represents phenyl, benzyl or phenethyl or when R 1 represents R 5 0- 
wherein R 5 is H, C r C 5 alkyl or benzyl) and R 2 represents benzyl or PhSCH 2 ; R 3 represents cyano and R 4 represents carb- 
amoyl or they may be bound to each other to form -CO-Y-CH 2 CH 2 - (wherein Y is O or -NH) or (VI) when R» and R2 each 
represents phenyl, benzyl or phenethyl or.Ri represents R 5 0- (wherein R 5 is as defined above) and R* represents benzyl; 
or R 3 and R 4 are bound to each other to form (IV) (wherein n 1 and R 6 are as defined above) when R 1 amd R2 each repre- 
sents C|-C 3 alkyl). They are useful as effective ingredients of anti-allergic agents, 5-Iipoxygenase inhibitors, antibacterial 
agents, tyrosine kinase inhibitors, UV absorbers, and reverse transcriptase inhibitors, and are also useful as intermediates 
for many organic compounds. 
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CDCfa /DMSO-ds -l/i;7.3-7.7(13H.oi). 
9. OKlH.br) . 13.4(lH.br) 


KBr;3540. 3150. 3050> 
1700. 1590 
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CDCfc /DMSO-ds -l/l;4.03(4H.s) . 7.0 -7.4 
(13H.ni) . 9. 27 (lH.br) . 13. 55 (lH.br) 


KBr;3330. 3300. 1680. 
1570 
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sk 6.7 ~7.6(llH.ink 8.77 (lH.dk 9.2(lfl, 
br) x 10.4(lH.dr) 

CDCh /DMSO-ds -l/l;0.94(3H.t) x 1.3 -1.9 
(4H.nik 3.94(2H.sk 4.00(2H.tk 6.5 -7.5 
(12H.0I) x 8.9(lH.brk 10.4(lH.br) 

CDCh /DMSO-ds -l/l:7.3-7.8(12H.ink 7.85 
(2H.sk 8.15(lH.sk 9.25(lH.s) 

CDCh /DMSO-ds -l/l;4.00(4H.s) x 7.1 -7.3 
(10H.ni) x 7.4(2H.brk 7.57(2H.sk 7.90(1H. 
sk 9.5(lH.br) 

CDCh /DMSO-tis -l/l;2.93(2H.t-d) x 4.00(4H. 
sk 4.30(2H.tk 7.0 -7.3(13H.nk 9.0(lH.br) 

CDCh /DMSO-ds -1/1: 2.77 (2H.m) x 3.30(2H. 
ink 3.97(4H.sk 6.8 -7.5(13H,mk 7.8(1H. 
br) x 8. 8UH.br) 

CDCh /DMSO-tis -l/l;7.0-8.0(16H.nik 8.48 
(lH.sk 8. 53 (lH.sk 9.3(lH.br) 

CDCh /DMSO-ds -l/l;4.00(4H.s) x 7.0 -7.9 
(16H.ni) x 8.3(lH.s) > 8.35(lH.sk 9.8(lH.br) 

CDCh /DMSO-ds -1/1; 1.43 (3H.t) > 3.97(2H. 
sk 4.12(2H.qk 7.1 -7.3(6H.ni) x 7.43(2H. 
br) x 7.60(lH.dk 8.00(lH.s)> 9. 30 (lH.br) 

CDCh /DMSO-de -l/l;3.87(3H.s) x 3.93.(2H. 
sk 7.1 - 7.3(6H.wk 7.40(2H.br) x -7-.60(lH. 
dk 7.98)(lH.s) \ 9.5(lH,br) 

CDCh /DMSO-ds -l/l;3.92(2H.s) x 7.06(1H. 
dk 7.1 -7.3(5H.ni) x 7.4(2H.brk 7.53(1H. 
dk 7.87(lH.sk 9.4(2H.br) 

CDCh /DMSO-ds -l/l;3.90(2H.s) .7.1-7.8 
(12H.o) x 8.38(lH.dd) 9.9(2H.br) 

CDCh /DMSO-ds -l/l;4.75(2H.d) x 7.3 -7.7 
(18H.ni) x fi.&OH.brk 9.84(lH.t) 



KBr;3400x 3170x 3060x 
1690x 1620x 1610x 1580 



KBr;3160x 3130x 3060x 
3020x 2950x 1685x 1610 



KBr;3500x 3475x 3300x 
3200x 2205x 1710x 1580 

KBr;3400x 3320. 2205. 
1660. 1565 



KBr;3360x 1720x 1645x 
1590 

KBr;3400x 3200x 2900x 
1685x 1640x 1600x 1580 



KBr;3530x 3220x 3080x 
1720x 1660x 1620x 1570 

KBr;3150x 3060x 3020x 
1700x 1655x 1620x 1570 

KBr;3520x 3380x 3170x 
2205x 1685x 1575 



KBr;3500x 3370x 3170x 
2200x 1665x 1570 



KBr;3440x 3310x 3250x 
2210x 1660x 1590x 1570 



KBr;3480x 3170x 1710x 
1650x 1600x 1570 

KBr;3570x 3200x 2850x 
1690x 1635x 1610x 1570 
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OA 



26 



27 



28 



29 



30 



3 1 



32 



33 



34 



35 



36 



CDCh /DMSO-de -l/l;4.00(4H.s) > 4.82(2H. 
d) 7.1~7.3(18H.m)9.0(lH.br). 9.78(lH.t) 



CDCh /DMSO-de -l/l;4.13(2H.s) . 4.72(2H. 
s). 6.37(2H.d). 6.90(2H.s). 7.2 -7.5(6H. 
n). 7.57(lH.d). 9.8(3H.br) 

CDOb /DMSO-de -2/l;1.40(3H.t) . 4.10(2H. 
q). 4.16(2H.s)..4.70(2H,d). 7.03-7. 73 (15H. 
in). 9. 10-9. 60 (lH.br) . 9.7 -lO.O(lH.br) 

CDC«3 /DMSO-de -l/l;0.97(3H.t) . 1.3 -2.0 
(4H.n). 4.03(2H.t). 4.13(2H.s). 4.72(2H.s). 
6.9 ~7.5(13H.in) 

CDOb /DMSO-de -l/l;1.02(3H.t) .1.3-1.9 
(4H.m). 4.03(2H.s). 4.08(2H.t). 4.59(2H.s). 
6.88(2H.s). 7.1 -7.7(llH.n). 8.0(lH.br) 

CDQb /DMSO-de -l/l;4.17(2H.s) . 4.87(2H.s) 
5.17(2H.s). 6.9 ~7.6(16H.in). 9.8(2H.br) 



CDCh ;1.30(12H.d). 3.12(2H,in). 7.10(2H.d). 
7.41(2H.s). 7.52(lH.br) . 7.90(lH,s). 
10.21(lH.br) 

CDOh /DMSO-de -10/l;1.20(12H.d) . 3.30(2H. 
ra)> 4.70(2H.s). 7.13(2H.s). 7.30(5H.m). 
7.56(lH.s). 9.30~9.80(lH.br) 

CDCia /DMSO-de -10/i;1.23(12H.d) . 2.96(2H. 
t). 3.40(2H.m). 3.80(2H.q). 7.20-7.40(7H. 
in). 7.53(lH.s). 8. 40-8. 70 (lH.br) . 
9.46(lH.t) 

CDOb ;1.23(12H.d). 3.36(2H.m). 4.76(2H.d). 
6.86-7.50(6H.m). 7.67(lH.s). 7.90-8.40 
(lH.br) . 9. 23-9. 66 (lH.br) 

CDOb /DMSO-de -10/i;i.26(12H.d) . 3.36(2H. 
id). 4.70(2H.s . 7.20(2H.s). 7.33(4H.s). 
7.07(lH.s). 8. 00-8. 40 (lH.br) . 
9.10-9.70(lH.br) 



KBr;3300. 3200. 3010. 
2880. 1660. 1610. 1590 
1570 

KBr;3550. 3180. 2800. 
1660. 1620. 1580 



KBr;3520. 3200. 3050. 
2950. 2880. 1680. 1615. 
1595 

KBr;3520. 3200. 3020. 
2900. 2870. 1670. 1590 



KBr;3500. 3200. 3060. 
2770. 1680. 1630. 1610. 
1590 



(&K -*£!<) 
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CDCh /DMSC-ds -10/l;1.23(12H.d) ^ 3.33(2H. 
m)x 4.70(2H.d) x 7.20-7.47(5H.m)x 7.67(1H. 

\ it on o on/m v.—\ o on-^o on/in u_\ 

SA 7.80— 8.20 UH»br; % S.2U— 9. bUUH.br; 




38 


CDCh /DMSO-de -10/l;1.16(12H.d) v 3.33(2H. 
■K 3.73(3H.s)v 4.70(lH»s)x 6.80(2H.d)x 
7.16(2H.s)x 7.30(2H.d)x 7.60(lH.s)> 7.85- 
8. 20vlH.br> x 9.00— 9. BO UH.br; 




39 


CDCh /DMSO-de -10/1:1. 23 (12H.d> x 2.33 
(3H.s)x 3.36(2H.m)> 4.70(2H.d)x 7.06-7.26 
(6H.m)x 7.66(lH.s)x 8.0 -8.3(lH.brX 
9.30(lH.t; 




40 


CDCh /DMSO-de -10/l;1.23(12H.d) x 3.36 
(2H.m)x 4.87(2H.d)x 7.16(2H.s)x 7.50(lH.s)x 
7.60(2H.d)x 8.20(2H.d)x 8.2 -8.6(lH.br)x 

ft f» T / 1 TT U -A 

9. 67UH.br/ 




41 


CDCh /DMSO-de -10/1; 1.23(12H.d)x 3.16 
(2H.s)x 3.33(2H»n)x 4.80(2H.s) x 6.96 - 
7.90(7H.n) x 8.0- 8.4(lH.br) 9.63 - 

n to / hi \ 

9.76UHrDi; 


• 


42 


CDCh /DMSO-ds -10/l;1.26(12H.d) x 3.30 
(2H.s)x 3.36(2H.m) x 4.66(2H.d) x 6.63 
(2H.d)x 7.06(2H»d) x 7.20(2H.s) x 7.56 

/.in „\ n o ft/in k«\ a c__ o 7/in 

UH.s/x 8.4— 8. 8UH.br; x 9.5- 9. 7UH.br; 




43 


CDCh /DHSO-de -10/1;1.27 (12H.d) x 3.36 
(2H.ia)x 4.80(2H.d) x 6.36(2H.s) v 7.26 
(2H.s)x 7.43(lH.s) x. 7.73(lH.s) x 7.8- 

O 0/1TT V. -A ft 1 ft C /ITT U_A 
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CDCh /DMSO-ds -10/l;1.26(12H.d) . 3.36 
(2H.m). 4.96(2H,d) . 6.9- 7.3(5H.mK 

(lH.t)x 




45 


CDCh ;1.23(12H.d)x 3.23(2H.m) x 4.86(2H.d) 
7.06 - 7.46(5H.i) x 7.66(lH.d) x 7.76 
(lH.s)x 8.50(lH.d) x 8.7- 9.1(lH.br) 
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it + v y & 2* \ Tfc ^ it ij y n<£ir«)7A» y £ jh tK ^ 

fb i 6 i* ^' * If b ft 5 . 

tt *> * & fcfe ig T . Sfcli&JBLfcttHttfcJ:!) 8" ®7 
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T ;P g £ A: h V 7 A* * -> V A, £ S J£ £ #5 F*3 K 

H o -r iw; a s :ti^Klt5:ii:i»)B 
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R 10 # r )l 4- Jl S x i - f ^ S ^ ^ tj T + ^ S t i 5 
10 if ^ ^ i; |± N £ ft T -fr $ - A h 2 £ ft * * * tt © ^ 
X & Si . MltKM . h'J^nng^ ft >£ <h y © 7 o h > SE 
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ft '< y v tz z <d r >i * v ±m&m zk $ ft ^ fc © s 

20 i» h !) 7 A + * J/ 'J ^ S ? * 5 If i im: li , 7k. ^ 
9 J — A< * tt £ fc li 7 v * -f * > £ fc-tt Ht * - 

ti Tie wt <t + b y v i* tz z <d 7 )\, n y £ JS tK $ ft ^ g <o 

(b> £ . # f£ HJj © — iUI) T fc> $ n £ ffc £ * 
>f * * — (O.lster)^O^ft ( ^ ^ ^ -r W 7> • * $ • 
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io fz £ a & m. 7X jc ^ $l l #p e r ;u $ > § i o o mg / kg 
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H < 1 9 8 1 ) ) i:*i:fc^fti:J; OfflSLfc. -T £ . 
7ABttai:-3 0Tll, J ^ — v — t > h > • 7 o x 
5 (Mueller Hinton broth) ( t* 4 ? ( Difco) it £2 ) 
MT^II^ |5| igflfiK: T ® & £ 10 6 / ml IC SI »! L fc 

t> o z mnmmfc t 1 1 o sij k ? ^ ^ - t > h > • t - 

# — (Mueller Hinton Agar) * f * 7 3 (Difco) }± ) 
Jfi «c . & & fb £ 4^ £ 2 ^ T* & S £ K S £ ? K 3jn 

^ d-a»a-^ (rtl 1 nit) t- 2 cm St Si & M i* 

37«C T? 18- 20H# Bfl «.« L n Stfcffl © » W * £ L o « 

/Jn f£ W HI -it i§ ( m i n i m a 1 inhibitory concentration. 
15 Et T MIC i^9).«t«»±K«tt«©*W*<Kl±*tlfc 
& it g £ t> oT^mt^o 

R t tt I C "3 ^ T « ^ 'J * 'J ^ * ^ ^ 3 ^ 

£! t . 84 {w ft £ <b £ « * * An t fc r u -t u > • -y r ^ -sr 

Lfco - © ft Sfctt S * ^i* t £ ^ ¥ fit «f m & 37T -C 40 
~42B#Pb1^SL. l51Bil^»l=»IC <I £ & £ L rt: o 
© & . 5^n3*y^7X'^-rT (Micrococcus 
luteus) IF0 1 3 8 67 „ \Z M L ft £ «0 (1) * (2K (4K OK 09 s 
25 (|Q^(|9 % ffl0MlCffitt*ft*n6 0g/inlElTx 6^g 
/mlJilTs 6 //g / ml El T * 12^8 / ml. 6 0 ^ g / nil s 
15/zg /mlElTx 5 0 ju g / mix 50// g / mlElT**L* 
^ ^ x . ^ ^ ij x (Baci 1 lus subtil is) I F0 3 1 3413 



WO 88/07035 



PCT/JP88/00254 



w 

ML1t&®{l). (2)x OD v ©x OQx Ox (29. (4l)oMIC fit 
tt ft *l 6 /* g / ml El T x 6 jKg /ilfilT, 6 0 g / 
ml El T x lOO^g /mix 1 5 g / ml JEt T . 100/ig /ml. 
5 0 # g / mix 25#g / ml £ *5 L x 7> 9 y 4 n a » * X • 
5 T * 1/ X (Staphylococcus aureus)IFO 1 2 7 3 2 K: *J L ft 
(2)- OK ©x OQx (I9x OK (41)©MIC fit tt * ft 

<£-*ftl2pg/mlx 1 2 # g /mix 2 5 # g / mix B 0 # g / mix 
15//g / ml El T x 100#g /mix lOO^g /mix 5 0 u g 
/ml^-^Lx i a/^f 'J >)A • X^/7f X 

io (Mycobacterium smegmat i s) ATCC 6 07 lc *f L ft & 423 (1) x 
(Bx (IQx Ox 09. (30)x (31)x (32)x (33)x (34)x (3 5)x 
(41)x (42)x (43)x (44)x (45 ) © M I C It \t Z ft ? ft 6 ft 
g /mix 15 v g / mlJKTx 15tfg / ml El T x B u g /ml 
El T x 1 5 jtt g / ml El T x * 6 n g / ml El T x 6 tfg / ml El 
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: i ;&< ^ ^ -3 0 
20 * m HJJ © fb £ $J ic J: 5 n > 4- *■ - -t? ffl # ft ffl ii x 
^>^— ( G . Carpenter) £ t: « 3 — 3- > (S.Cohen) 
£©^nv/>*^--fcfS&2H£& (If — ;* 

y • ■/< t d 5? * A • y $ X h U — (J . Biol, em . ) x 
254 x 4884(1979) : if ♦ ? t - ' * ^ • 'W t n ? 

25 A A • i X HI - (J.Biol.Chem.)x 257 x 15 2 B (1 9 8 2)) * 

b h ffi Mm& %®ALtt A-431 (ATCC CRL 1 5 5 5) £ 4^ B£ IB. 
iilOSI%x X hl/^hT>f->> ( 5 0 # g / ml) x /< 
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